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characteristic structural motifs, the Cys-X-Cys (C-X-C), Cys-Cys (C-C) and Cys-Xa-Cys (C- 
X3-C) families. The C-X-C and C-C families have sequence similarity and are distinguished 
from one another on the basis of a single amino acid insertion between the NH-proximal pair 
of cysteine residues. The C-X3-C fan^ly is distinguished from the other two families on the 
15 basis of having a triple amino acid insertion between the NH-proximal pair of cysteine 
residues. 

The C-X-C chemokines include several potent chemoattractants and activators of 
neutrophils such as interleukin-8 (IL-8) and neutrophil-activating peptide 2 (NAP-2). 



20 but not neutrophils. Examples include human monocyte chemotactic proteins 1-3 (MCP-1, 
MCP-2 and MCP-3), RANTES (Regulated on Activation, Normal T Expressed and Secreted), 
eotaxin and the macrophage inflanfmiatory proteins la and Ip (MlP-la and MIP-IP). 

The C-X3-C chemokine (also known as fractalkine) is a potent chemo attractant and 
activator of microglia in the central nervous system (CNS) as well as of monocytes, T cells, 
25 NK cells and mast cells. 

Studies have demonstrated that the actions of the chemokines are mediated by 
subfamilies of G protein-coupled receptors, among which are the receptors designated CCRl , 
CCR2, CCR2A, CCR2B, CCR3, CCR4, CCR5, CCR6, CCR7, CCR8, CCR9, CCRIO and 
CCRl 1 (for the C-C family); CXCRl , CXCR2, CXCR3, CXCR4 and CXCR5 (for the C-X- 
30 C family) and CX3CRI for the C-X3-C family. These receptors represent good targets for 
drug development since agents which modulate these receptors would be useful in the 
treatment of disorders and diseases such as those mentioned above. 



The C-C chemokines include potent chemoattractants of monocytes and lymphocytes 
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WO-01/25242 discloses a series of thiazQlopyrimidinone compounds useful as 
GXGR2 €uita^onists. A coinpQund within the scope of WO-6l/25242, but not specifically 
disQlps^d therein, has now surprisingly been found to have an improved pharmacological 
profile when compaired with the structurisdly most sitnilar compounds firom WO-Ql/25i42 i.e. 
5 ' Exaxnples 4 and 7. : " • ^ 

. . . I^ipi^j^pt iiivehtion therefore provides a compound of formula (I) and 
. j^harn^ . ' 

.OH 

HN 

(D 

10 The compound of formula (I) is capable of existing in tautomeric form. Tautomers 

and mixtures thereof also form an aspect of the present invention. 

According to the invention there is also provided a process for the preparation of 
compound (I) which comprises reaction of a compound of formula (II): 




where R is Ci-6 alkyl with an acid, 

and optionally thereafter: forming a pharmaceutically acceptable salt. 
Preferably R is ethyl or methyl, more preferably methyl. Preferably the reaction is 
20 carried out using dioxan and HCl. Preferably the compounds of the invention are prepared 
according to the procedures exemplified herein. 
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The cpmpouad (n) can be preparefi from the corresponding compound of formula 




(in) ' ^ ^ ' . - . 

5 where is halogen by treating with a compound ROH in the presence of a base. 

Preferably the compound of formula (JJS) is treated with sodium methoxide. Preferably R^ is 
chloro. 

Compounds of formula (HI) can be prepared using the sequence below: 



10 




Suitable reagents for steps a to f will be known to those skilled in the art. Preferably 
steps a to f are carried out as exemplified herein. 
15 The compound of formula (II) is itself believed to be novel and forms a farther aspect 

of the invention. 

It will be appreciated by those skilled in the art that in the processes of the present 
invention certain functional groups such as hydroxyl or amino groups in the starting reagents 
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or intermiBdiate compound may need to be Thus, the 

piteparatidn 0 the compound of formula (I) may involve, at an appropriate stages, tfi^^^ 
of oneormore^i^QteJCtingi^ 

j^lly described in Trptectivie G^^ in Organic CH6nustry\ edited by J, W, R McOmie^ ^ 
5^ Plenum Press (1973), and Trotective Grbups/in Organic Synthesis', 2nd edition, T. W. 

Greene & G: Wuts, Wa^^ 

_ ilii^,<sb»ni|>0!^ ^bdve may be ponverted to a ph^maceuticaUy 

ac^eptab^e salt or soly tKeneof, preferably a basi addition salt sueh ks sodium potas^iuiii, 

calcium, sdumihium, lidiium, magnesium, ziM 
10 diethandlamihe, ethanolamine, ethyldiamine, meglumine, tfomethaniine or procaine, or an 

acid addition salt such as a hydrochloride, hydrobromide, phosphate, acetate, fumarate, 

maleate, tartrate, citrate, oxalate, methanesulphonate or p-toluenesulphonate. 

The compound of formula (I) has activity as a pharmaceutical, in particular as a 

modulator of chemokine receptor (especially CXCR2) activity, and may be used in the 
15 treatment (therapeutic or prophylactic) of conditions/diseases in human and non-human 

animals which are exacerbated or caused by excessive or unregulated production of 

chemokines. Examples of such conditions/diseases include: 

(1) (the respiratory tract) obstructive airways diseases including chronic 
obstructive pulmonary disease (COPD); asthma, such as bronchial, allergic, 

20 intrinsic, extrinsic and dust asthma, particularly chronic or inveterate asthma (e.g. 

late asthma and airways hyper-responsiveness); bronchitis; acute, allergic, 
atrophic rhinitis and chronic rhinitis including rhinitis caseosa, hypertrophic 
rhinitis, rhinitis pumlenta, rhinitis sicca and rhinitis medicamentosa; membranous 
rhinitis including croupous, fibrinous and pseudomembranous rhinitis and 

25 scrofoulous rhinitis; seasonal rhinitis including rhinitis nervosa (hay fever) and 

vasomotor rhinitis; sarcoidosis, fanner^s lung and related diseases, fibroid lung 
and idiopathic interstitial pneumonia; 

(2) (bone and joints) rheumatoid arthritis, seronegative spondyloarthropathies 
(including ankylosing spondylitis, psoriatic arthritis and Reiter's disease), 

30 Behcet's disease, Sjogren's syndrome and systemic sclerosis; 

(3) (skin) psoriasis, atopical dermatitis, contact dermatitis and other eczmatous 
dermitides, seborrhoetic dermatitis, Lichen planus. Pemphigus, bullous 
Pemphigus, Epidermolysis bullosa, urticaria, angiodermas, vasculitides. 



erythemas, cutaneous eosinpphilias, uveitis. Alopecia areata and vernal 
conjunctivitis; 

(4) . . (gaslromtestuial Coeliac disease, proctitis, epsinopilic gastro-eritentiis; 
m^s^tocytdsis, Croto Ulq&fatiye col|tisV fpodrrejated^^d^^^ 

. lian^e effects remote ftom^^^ 

(5) ;.(^PBtt?4 peripheral neryoiis/systeiii) N^ijdegenexative diseases and " 
deraentia disorders, e.g.Alzhd amyotrophic Uter^a 

other motor neuron diseases, Creutzfeldt Jacob's disease ancf other pfidn ^seases, 

HIV encephalopathy (AIDS dementia complex V 
frontotemporal dementia, Lewy body dementia and vascular 
dementia; polyneuropathies, e.g. Guillain-Barr6 syndrome, chronic inflammatory 
demyelinating polyradiculoneuropathy, multifocal motor neuropathy, 
plexopathies; CNS demyelination, e.g. multiple sclerosis, acute 
disseminated/haemorrhagic encephalomyelitis, and subacute sclerosing 
panencephalitis; neuromuscular disorders, e.g. myasthenia gravis and Lambert- 
Eaton syndrome; spinal disorders, e.g. tropical spastic paraparesis, and stiff-man 
syndrome: paraneoplastic syndromes, e.g. cerebellar degeneration and 
encephalomyelitis; CNS trauma; migraine; and stroke. 

(6) (other tissues and systemic disease) Atherosclerosis, Acquired 
Immunodeficiency Syndrome (AIDS), lupus erythematosus, systemic lupus, 
erythematosus, Hashimoto's thyroiditis, type I diabetes, nephrotic syndrome, 
eosinophilia fascitis, hyper IgE syndrome, lepromatous leprosy, and idiopathic 
thrombocytopenia pupura; post-operative adhesions, and sepsis. 

(7) Stroke, subarachnoid haemorrage, re-perfusion injury in the heart, brain, 
peripheral limbs and other organs. 

(8) (allograft rejection) acute and chronic following, for example, transplantation of 
kidney, heart, liver, lung, bone marrow, skin and cornea; and chronic graft versus 
host disease; 

(9) Cancers, especially non-small cell lung cancer (NSCLC), malignant melanoma, 
prostate cancer and squamous sarcoma, and tumour metastasis; 

(10) Diseases in which angiogenesis is associated with raised CXCR2 chemokine 
levels (e.g. NSCLC, diabetic retinopathy). 

(11) Cystic fibrosis 
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(12) Bum wounds & chrome skin 
. . (13)RepfQductive)Qis^ 

iniplantation, PriB-tenn labour^ndometrios^^^ 
. Thus/th^ present ifi^^ acipinpourid of formula (I), or a 

5. phacpfiapeut^ salt orsplyate theirepf, as hereinb?fofe defined fpr.^se in therapy. 

V . Eretf^er^bly the cdingomid of the ihvendcfn is used to treat diseases; ih: wWch the; :' l . ' 
.chenxpldne receptor belong to the CJtC cheinokine receptor subfaimly,.niQre pi^ferafely tfie 
.target chempkine receptor is the GKCR2^ r^^ 

Particular conditions which can be treated with the compound of the invention are 
10 rheumatoid arthritis, diseases in which angiogeriesis is associated with raised CXCR2 

chemokine levels, and COPD. It is preferred that the compound of the invention is used to 
treat rheumatoid arthritis and respiratory disease. 

As a further aspect of the present invention, the compound of formula (I) may have 
utility as an antagonist of the CX3CR1 receptor. Such a compound is expected to be 
15 particularly useful in the treatment of disorders within the central and peripheral nervous 
system and other conditions characterized by an activation of microglia and/or infiltration of 
leukocytes (e.g. stroke/ischemia and head trauma). 

In a further aspect, the present invention provides the use of a compound of formula 
(I), or a pharmaceutically acceptable salt or solvate thereof, as hereinbefore defined in the 
20 manufactureof a medicament for use in therapy. 

In a still further aspect, the present invention provides the use of a compound of 
formula (I), or a pharmaceutically acceptable salt or solvate thereof, as hereinbefore defined 
in the manufacture of a medicament for the treatment of human diseases or conditions in 
which modulation of chemokine receptor activity is beneficial. 
25 In the context of the present specification, the term "therapy" also includes 

"prophylaxis" unless there are specific indications to the contrary. The terms "therapeutic" 
and "therapeutically" should be constmed accordingly. 

The invention still further provides a method of treating a chemokine mediated disease 
wherein the chemokine binds to a chemokine (especially CXCR2) receptor, which comprises 
30 administering to a patient a therapeutically effective amount of a compound of formula (I), or 
a pharmaceutically acceptable salt or solvate thereof, as hereinbefore defined. 

The invention also provides a method of treating an inflammatory disease, especially 
rheumatoid arthritis, COPD, respiratory disease and psoriasis, in a patient suffering from, or 
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. 3t risk of, said disease, which comp|rises administering to the patient a therapeutically 

(gjjjeictiy^ atnovmfqf a compoun^^ 

solvate thereof , 9s hierembefdr^^^^ 

For the .al)Ove.mraitipned thfets^utic uses the dosage administef ed will, of coi#se, 
.5 vary with the compound employed, the mode of adnwnjstration, the trea^ desired aind the 

. disorder indicated. 

The compound of form\da'(I) and phs^ 
thereof may be used on their own but v^ill generally b6 a&ninisteied in the form of i * 
pharmaceutical composition in which the formula (I) compound/salt/solvate (active 

10 ingredient) is in association with a pharmaceutically acceptable adjuvant, diluent or carrier. 
Depending on the mode of administration, the pharmaceutical composition will preferably 
comprise from 0.05 to 99 %w (per cent by weight), more preferably from 0.05 to 80 %w, still 
more preferably from 0.10 to 70 %w, and even more preferably from 0.10 to 50 %w. of active 
ingredient, all percentages by weight being based on total composition. 

1 5 The present invention also provides a pharmaceutical composition comprising a 

compound of formula d), or a pharmaceutically acceptable salt or solvate thereof, as 
hereinbefore defined, in association with a pharmaceutically acceptable adjuvant, diluent or 



earner. 



The invention further provides a process for the preparation of a pharmaceutical 
20 composition of the invention which comprises mixmg a compound of formula d), or a 
pharmaceutically acceptable salt or solvate thereof, as hereinbefore defined, witii a 
pharmaceutically acceptable adjuvant, diluent or carrier. 

The pharmaceutical compositions may be administered topically (e.g. to the lung 
and/or akways or to the skin) in die form of solutions, suspensions, heptafluoroalkane 
25 aerosols and dry powder formulations; or systemically, e.g. by oral administration in the form 
of tablets, capsules, syrups, powders or granules, or by parenteral administration in die form 
of solutions or suspensions, or by subcutaneous administration or by rectal administration in 
tiie form of suppositories or ti^sdermally. Preferably tiie compound of tiie invention is 
administered orally. 

30 The invention will now be further illustrated by reference to the following example. 

Nuclear Magnetic Resonance (NMR) spectra were measured on a Varian Unity Inova 300 or 
400 MHz spectrometer and the Mass Specti-ometry (MS) spectra measured on a Finnigan Mat 
SSQ7000 or Micromass Platform spectit>meter. Where necessary, tiie reactions were 
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performed under an inert atmosphere of either nitrogen or argon. Chromatography was 
generally performed using Matrex Silica 60® (35-70 niicrbn) or Prolabb Silica gel 60* (135-^70 
ndicpSfiVsu flash silica gel chromiatography. High pressure liquid chromatography 

purificatibii was perfonned using eith^f a Wa^^ Micromdss IjCZ with a Waters 6tk) piunp ! . 
5 contTDller* Waters 2487 detector and Gilson FC024 fraction collector or a Waters Delta Prep 
4000. Thfi. ab&ievhitidtfs fn.p:.todDMSO used iii the examples stand for melting point an9i- 
. dhnethyl sulpfaoxide respectivbly. ^ . 

. Example i 

5-[[(2,3-Difluorophenyi)methyl]thio]-74[2-hydrpxy-l-(hydroxymeA^ 1 
10 methylethyI]amjino]-thiazdIo[4^-d]pyrimidin-^ 

a) 6-Aniino-2-[[(2,3-difluorophenyl)methyI]thio]- 4(3H)-pyrimidinone 

4-Amino~6-hydroxy-2-mercaptopyrimidine monohydrate (7.1g) was added portion wise to a 
stirred suspension of 60% sodium hydride (2.4g) in dry iV^iV-dimethylformanwde (70ml), 
After 1 hour a solution of 2,3-Difluorobenzyl bromide (lOg) in dry iViA^dimethylformamide 
15 (10ml) was added. Stirred over weekend at room teniperature. Poured on to ice/water and the 
precipitate was collected by filtration to give 9.6g of product. 81% yield. 
. MS(APCI)(+ve)270(M+H,94%) 

b) 6-Amino-2-[[(2y3-difluorophenyl)mefhyl]tMo]-ly6-dihydro-6-oxo-5-pyr^ ester 
thiocyanic acid 

20 The product from step (a) (28g) and potassium thiocyanate (40.5g) in N,N- 

dimethylformamide (583ml) were heated together at 65°C. Pyridine (14.5ml) was added and 
the solution cooled to 5°C. Bromine (5.0ml) was added slowly and the reaction mixture 
stirred for 2 hours at 5-10°C. The reaction mixture was poured onto ice water (4200ml), 
stirred for 1 hour and the solid was collected by filtration, washed with water and ether, to 

25 give24gof product. 70% yield. 
MS (APCI) (+ve) 327 (M+H) 

c) 2-Ammo-5-[[(2^-dmuorophenyl)methyl]ihio]-thiazoIo[4,5^p^ 

A mixture of the product from step (b) (12. Ig), /V;Ar-dimethylformamide (70ml) and water 
(20ml) was heated to 120**C for 24 hours. A colourless solid precipitated from the solution, 
30 which was allowed to cool, and the solid collected by filtration to give 8.3g of product. 70% 
yield. 

MS (APCI) (+ve) 327 (M+H) 
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d) 7^Chloro-5-[[(2^-dmuorophenyl)methyl]tWo]-tWazolo[4,S-d]pyrimidm-2-a^ 
TTie product of step (c) (lO.Og) was suspended in pho^ph^ 
. . dimetiiylaniline (5.5iril).adde4 slowly and reaction.mi^ture heated at reflux for 2 hours. 

Allowed to.cooli then poured oh to ice. with vigorous stirring; temperature was not allowed to 
' go above 45"C (ice added). After approximately 20 .miiiutfes the tein^er alute stabiliasd at 
aCC. The solid that formed was collected by filtration iand washed with water. Pvurified by, 
colunm chromatogrJ^hy QE^Ac to S% MjioH in EtOi^^^ 
yield. 

MS: APCI(+ve)345 (k+H) - 
10 e) 2-[[2-Aiiuno-5-[[(2,3-dinuorophenyl)methyl]tWo]tliiazolo[4,S^pyri^ 

yl]amino]-2-methyl-l^-propanediol 

The product from step (d) (1.5g) was suspended in NMP (10ml), then Hunigs base (1.5ml) 
and 2-Amino-2-methylpropanediol (1.37g) added. Reaction mixture heated to 1 10°C under 
N2 for 4 hrs. A further aliquot of 2-Amino-2-methylpropanediol (0.685g) was added and 
15 mixture heated at 1 10°C for 5 hrs. Mixture poured in to water (400ml) and solid was 

collected by filtration. Purified by column chromatography (EtOAc: Methanol (95:5)) to give 
0.756g of product. 42% yield. 
MS: APCI (+ve) 414 (M+H) 

f) 2-[[2-CWoTO-5-[[(2^-dffluorophenyl)methyl]tluo]thiazolo[4,5-flpyriim 
20 yl]amino]-27methyl-l^-propanediol 

The product from step (e) (0.485g) was suspended in concHCl (18ml) which was then cooled 
to IS'C. A mixture of water (15ml) and acetonitrile (25ml) added to give a solution. Cooled 
to 5°C and a solution of sodium nitrite (0.162g) in water (1ml) added drop-wise. Sturred at 
5°C for several hours then allowed to warm overnight. Solution cooled to -lO^C and 
25 neutralized with ammonia, then concentrated in vacuo. The yellow precipitate was collected 
by filtration and washed with water. Dried in vacuo to give 0.339g of product. 67% yield. 
MS: APCI (+ve) 433 (M+H) 

g) 2-[[54[(2^-Dffluorophenyl)methyl]thio]-2-methoxytMazolo[4^Hnpyriniidin-7- 
yl]ammo]-2-mefhyl-l^-propanediol 

30 The product from step (f) (0.339g) was suspended in methanol (32ml). Potassium hydroxide 
(0.088g) added and mixture stirred at 50°C for 20 minutes. Neutralised with 2N HCl and 
solvents removed in vacuo to give an orange residue. Water added to remove inorganics and 
the yellow solid was collected by filtration to give 0.3g of desired product 90% yield. 
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MS;APa 

5 The product from step (g)' (0.3g) was suspended in a mixture of dioxan (50ni> and cone HCl 
. (1ml), Walj^ ( was added and the resultant solution tieated at 66**C for l^.hours- 
; yyipMlsed to stand oyer week^d. Solvents-removed in vacuo^^ up iii water. 

Yellowprecipitatecoliectedby filtration and washeiiwith^ w^ PWfifieid usilig pte^. Hplc ' 
Acetonitrile:0.1%ainmonium acetate (90:10 to 95:5) over 25 minutes to give 0.063g of the 
10 desired product. 22% yield. 
MS: APCI (+ve) 415 (M+H) 

'H NMR: 6 (DMSO) 1.25 (3H, s), 3.54-3.66 (4H, m), 4.39 (2H, s). 4.65-4,69 (2H, t), 6.34 
(IH, s), 7. 12-7.20 (IH. m), 7.29-7.41 (2H, m), 12.43 (IH, s). 
mp 230-233 •'C 
15 Example 2 

5-[[(2^-Dffluorophenyl)methyl]ttiio]-7-[[2-hydroxy-l-(hydroxymethyl)-l- 
metfayIeihyl]amino]-thiazolo[4,5-<npynmidin-2(3i9^-one, monosodium salt 

The product from Example 1 , step (h) (0.87g) was suspended in water (80ml), 1 .OM sodium 
hydroxide (3.0ml) added, then methanol (15ml), and the mixture heated on a steam 
20 bath. When dissolution was almost complete, the mixture was filtered hot and the filtrate 
chilled overnight to give a fluffy white precipitate after filtration. 
This was dried in a vacuum oven overnight at 50°C. (0.60g). 
MS: APCI (+ve) 415 (M+H) 

^H NMR: 6 (DMSO) 1.23 (3H, s), 3.47-3.58 (4H, m), 4.37 (2H, s), 4.94 (2H. t), 5.29 (IH, s), 
25 7.14 (IH, m), 7.31 (IH, m), 7.35 (lH,m). 
mp238''C(dec.) 

Phairoacologacal Data 
Ligand Binding Assay 

30 ['^I]IL-8 (human, recombinant) was purchased fi-om Amersham, U.K. with a specific activity 
of 2,000Ci/inmol. All other chemicals were of analytical grade. High levels of hrCXCR2 
were expressed in HEK 293 cells (human embryo kidney 293 ceUs ECACC No. 85120602) 
(Lee et al. (\992) J. Biol. Chem. 267 ppl6283-16291). hrCXCR2 cDNA was amplified and 




, cloned from human neutrophil mRNA. The DNA was cloned into PCRScript (Stratagene) and 
clones were identified uSiiig DNA. The coding sequence was sub-cloned into the eukafyptic 
expression vectOT Rd^MVOnvitro^ 

25(K) and transfected iito HEK 293 ceUs using npofectanrine reagent 
5 the highest expressMg clone were har^^este^ . '. 

. b.2%(w/v) ethylei^edi^ 

pellet was lesuspended in i<» cold KpitidgMa^a^^ 

dithiothreitol, liiM EiyrA and.a pari^^ 

fluoride, 2|i g/ml soybean trypsin inhibitor, SnoM benzamidihe, d:5jig7ml leiipeptiii arid 
. 10 10b|ig/ml baciteacin)] and the cells left to swell for 10 niinutes. The cell preparatiori was 
disrupted using a hand held glass mortar/PTFE pestle homogeniser and cell membranes 
harvested by centrifugation (45 minutes, lOO.OOOg, 4''C). The membrane preparation was 
stored at -70**C in homogenisation buffer supplemented witii Tyrode's salt solution (137mM 
NaQ, 2.7mM KCl, 0.4mM NaH2P04). 0.1%(w/v) gelatin and 10%(v/v) glycerol. 
15 All assays were performed in a 96-well MultiScreen 0.45^im filtration plates (Millipore, 

U.K.). Each assay contained ~50pM [^^JLrS and membranes (equivalent to -200,000 cells) 
in assay buffer [Tyrode's salt solution supplemented witii lOmM HEPES (pH 7.4), 1.8mM 
CaCl2, ImM MgCh, 0.125mg/ml bacitracin and 0.1%(w/v) gelatin]. In addition, a compound 
of formula (I) accordmg to tiie Examples was pre-dissolved in DMSO and added to reach a 
20 final concentration of l%(v/v) DMSO. The assay was initiated witii tiie addition of 
membranes and after 1.5 hours at room temperature tiie membranes were harvested by 
filtration using a Millipore MultiScreen vacuum manifold and washed twice with assay buffer 
(without bacitracin). The backing plate was removed from tiie MultiScreen plate assembly, 
the filtera dried at room temperature, punched out and then counted on a Cobra y-counter. 
25 The compoiud of formula (J) has an IC50 value of less tiian (<) lOfiM. 

Intraceilular Calcium Mobilisation Assay 

Human neutrophils were prepared fromEDTA-treated peripheral blood, as previously 
described (Baly et al. (1997) Metiiods in Enzymology 287 pp70-72), in storage buffer 
30 [Tyrode' s salt solution (1 37mM NaCl, 2.7mM KQ, 0.4mM NaH2P04) supplemented with 
5.7mM glucose and lOmM HEPES (pH 7.4)]. 



12- 

The chemokine GROa (hximan, recombinant) >yas purchased from R&D Systems (Abingdon, 
U.Kl,).. All other chemicals were of anaJytieal grade. Changes in intracellular free calcium 
were measured flubrom^trically by loading neutrophils witfi the calci'ura sensitive fluorescent 
dye, fluo-3, as described previously (Memtt a/. (1990) BiochemV 269, pp5 13-5 10)1 Cells 
5. were lojJded for 1 hbur at ^ ^ 
- containing S^iM fluo-3 AM ester, wash^ loading bul^er aiid then re^iisperided in " 
\ Tyrode'3 s^tisolultion 3up{>ljeinented witibi 5.7mM g^iucose, 0.1*^(w/vyb6y^^ 
(BSA), l.SmM G^ 

bottom, 96 well micro plates (Costar, Boston, U.S A.) arid centrifuged (200g, 5 ciiinutes, room 
10 terhperature). 

A compound of formula (I) according to the Examples was pre-dissolved in DMSO and added 
to a final concentration of 0.1%(v/v) DMSO. Assays were initiated by the addition of an A50 
concentration of GROa and the transient increase in fluo-3 fluorescence (Xex =490nm and 
%Em = 520nm) monitored using a FLJPR (Huorometric Imaging Plate Reader, Molecular 
15 Devices, Sunnyvale, U.S.A,)* 

The compound of formula (I) was tested and found to be an antagonist of the CXCR2 receptor 
in human neutrophils. 
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tXAIMS 

1. A compoMad of fonnula 0) and pharroaceutifcaily accjeptable skits or solvates tiiereof: 



OH 





2. A phannaceutical composition comprising a compound of formxila (I), or a 
pharmaceutically acceptable salt or solvate thereof, as claimed in claim 1 in association with a 

10 pharmaceutically acceptable adjuvant, diluent or carrier. 

3 . A process for the preparation of a pharmaceutical composition as claimed in claim 2 
which comprises mixing a compound of fonnula (I), or a pharmaceutically acceptable salt or 
solvate thereof, as claimed in claim 1 with a pharmaceutically acceptable adjuvant, diluent or 

15 carrier. 

4. A compound of formula (I), or a pharmaceutically-acceptable salt or solvate thereof, as 
claimed in claim 1 for use in therapy. 

20 5. Use of a compound of formula (I), or a phaimaceuticaUy acceptable salt or solvate 
thereof, as claimed in claim 1 in the manufacture of a medicament for use in therapy. 



6. A method of treating a chemokine mediated disease wherein the chemokine binds to 
one or more chemokine receptors, which comprises administering to a patient a 
25 therapeutically effective amount of a compound of formula (I), or a pharmaceutically 
acceptable salt or solvate thereof, as claimed in claim 1. 
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7. A method according to claim 6 in which the chemokine receptor belongs to the CXC 
chemokine receptor subfamily. 

8. . A method according to claim 6 cht 7 in which the chemokine receptor is the CXCR2 
S'.fefipptQr. , _ ^ 

- 9 A:me&04 of tre^^ dise^e in iaj^afie^^^ of, 

said disease, which comprises administering to the patient a therapetitically effective amount . 
of a compound of formula (T), or a pharmaceutically acceptable salt or solvate thereof, as 
10 claimed in claim 1. 

10. A method according to claim 9, wherein the disease is psoriasis. 

11. A method according to claim 9, wherein the disease is rheumatoid arthritis. 

15 

12. A method of treating a disease in which angiogenesis is associated with raised CXCR2 
chemokine levels, or at risk of, said disease, which comprises administering to the patient a 
therapeutically effective amount of a compound of formula (I), or a pharmaceutically 
acceptable salt or solvate thereof, as claimed in claim 1. 

20 

13. A method according to claim 9, wherein the disease is severe asthma. 

14. A method according to claim 9, wherein the disease is inflanmiatory bowel disease. 

25 15. A method according to claim 9, wherein the disease is COPD. 

16. A process for the preparation of a compound of formula (I) which comprises reaction 
of a compound of formula (II): 




(ID 

5 where R is Ci^alkyl with an acid, 

and optionally thereafter:fonning a phannaceutically acceptable salt. 
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^ ABSTRACT 

Titie; Novel Comipoimd 

The inventiQn provides a thiazolone compoundlfbr use in therapy. 
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